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^ ^^^^ ^fl-tl: ^>7l 1^ ^i^^^j ^l^Hfil-^ ^-^7}<g 

(Sibutramine methansulfonate hem i hydrate)^ i^*>^, ^1^]- ^ o]s>f ^^^g 

<s^^^ 1> 




CH3SO3H 1/2H2O 



£ 1 
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^l^Be}^ ^^^^^ ^4^21-1-^ i^s>^ S^^1-{PHARMACEUTICAL 

COMPOSITION COMPRISING CRYSTALLINE HEMIHYDRATE OF SIBUTRAMINE METHANESULFONATE} 

£ 1^ ^ ^^^<^1 i4€- ^^^^d ^l^Hel-^ X-^ 5]^^^ 

(Powder X-ray Diffraction Spectrum)^ M"^^ ^'=>]^. 

s. 2^ ^1-^^21-^ '^lit^^^'S x-^ ^^^^ ^^B^^ M-Bi-^H ^^1 

^. 

S. 3^ Al^-He^-'i <^^<^ X-^ i^B^* H-E]-^a ^<^lcl-. 

£ 4^ ^ ^^^^ -^l^HHl-^ ^lllr^^'a-'g ^4^21-1-21 Al^>^A> 

S.(Differential Scanning Calorimeter Therraogram)^ M-^HS ^<=>lcf. 
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<8> ^l^Bel-^. ^ N,N-tqi«ll^-l-[l-(4-#SS5Jil^)-Al#s.-?-€]-3-^l^^^<^>^^ ^ 

<9> Is^^^ 2] 




2,098,602 J:, tfl^ol^ ^1 90-00274 S., ^^]^■^ 

^7fl WO 88/06444 S. ^ cfl^i?!^ ^^^Jl 99-164435 Jl ^S). ^l-^-Be} 

cf^^, Jl^l^^, ^^^'S, l--?}:^"^)!, 4^^^ofl, ^^7]^ ^ofl, ^ 

^■^ ^1 6,174.925^, 5,459,164 ^, ^1 6,187,820 J:, ^] 6,162,831 S., ^] 
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6,232,347 S.. ^1 6,355,685 S., ^] 6,365,631 S.. ^] 6,376,554 SL, ^] 6,376,551 S. 
^ ^] 6,376,552 S. . 

<12> <^-^ 2.098,602 J: ^ tfl^i?!^ ^^^:iL ^1 90-00274 ^ofl^ ^<^^^ 

JL Si 0.14, ol&l^ Al^Bef^ -g^V^ ^^1-^ ^^^^o] ofl^ ^^^^ 

* -B-^^Ai?^ ^i^o^ ^^oii cgej:^ u]^ ^s. 9X^^^. '^n ^^^^ 

<13> o]B\^ ^^1^* ^^*>7l ^§H, -^I^HB]-^ "^^9^91 *>7l 4 

'^^5l-l-<>l 7l|^Sl^^ aVC^g^ ^1 2,184,122 S ^ tflt!-^ 

^ ^^^Jl ^1 94-08913 S.), <^]^^ '^^'^ 'U^s\-^^ 71]^^ ^l^Se}^ 

<y:3^^ Di]e^tqo>(Meridia) £fe el^€(Reductil) -^^ ^^#<Hl ^^^-^S. oj-g-s) 



<14> [Sl-^AI 4] 
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•yr^^^^^^l #<^l-<^> ^JB.^:^ <^]^^1£, 1- i&fe pH ^^^-^<Hl 

^5^1 ^l-§-l-«fl -^^^ i^-l^lTll ^cf. ^a}^ o.^ pH 1 tfl^l 7^ '^^'^l^i Img/inii ^^1^2^ 
-g-«ll£7> w>^3l^>t^, *^4^oflA^o^ Jl^*m -§-«ll£7V 3mg/M ^ 

^1-^ pH 5.25] ^^«)- S^^^*:-!! -§-«ll:£ ^7l^oil ^ d]^]^ 2.9ing/mi 

^ -§-«fl£» -a.<^§t^(Merck Index. 13th Ed, pl522). ^s]-^^ , <a ^ ^^^1 cfltt 

<17> o]oii ^ ^t^^m^ all^^^^ ^ ^^^^^^ ?l-^Jl Si^^^i. ^Aloil i-oi] 

-§-«fl£7V 1^-^*1-711 AiJ^HH^-^ oim^^-^yr'S ^^21-** ^;a^o.^>i*l 

^ ^^^^ ^^^^1-^4. 
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<18> 



<19> 



^ sr>7] 51-^-61 lo] X\:^^ ^:^A^ X\^^E]-^ ^M^^^'^ i^^Vfe 
<21> 1] 




CH3SO3H 1/2H20 



<22> 



<23> 
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<24> ol^l- ^ ^^t] ^^ttcf. 

<26> ^^l^o.^, ole^^ 1^ ^^^^ Al«.H2l-^ i^m#€-^^ ^^Sl-*^ X-^ 

Sl^^^ofl^i I/Io>200<?l ^4-^ 205^ ^o] 8.2-6.2, 10.8d6.2, 11.7d0.2, 12. 0± 

0.2, 12.3d0.2, 15.8d0.2, 16.4dD.2, 17.4d0.2, 17.4dD.2, 17.8dE).2, 19.Od0.2, 21. 2± 
0.2, 21.9d0.2, 22.2dD,2, 22.8d0.2, 23.3dD.2, 24.4d0.2, 24.9dD.2, 25.3dD.2, 25. 6± 
0.2, 26.8d0.2^ ^-i: ^^^^ 



<27> Ole]^ Al^-EE^-D] Dfl^^^A}.^ ^^^1-1-* ^IS^V^ 'fJ-^-^-S 

^-§-^1^ ^7] sl-t^-i] 151 xi\]^^s.x^<^ av^s).-.^ 

<29> <s!^^i\ 2> 
<30> 
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<3i> ^7] ofl^^^-iVsl o^^^ 2^ 1 #^^<^1 cfl^l-c^ 1 

vfl^l 2 l-'^^^, wl-^^^Ml^ 1.1 1.2 #^%=5] til^s- A>-g-^ ^ ojcf. t^lE].^^. 

^•Br MB(neat) ^7] -g-oflsq-sl ^^-g-'S^-^S. «}-§- -§-^<Hl ^7>:^^ ^o] -f->a-a^ol 

<32> >a-7l ^ll«o^^<^l-^i 'y=^. 22] Al«.He)-^^ 1 l-^^ofl cfl^>o^ 1-0.5 

<33> >^7l ^ll«J-^ollAi ^n^^ 2^1 Al^Bel"^ lg#^<Hl tH^]-*^ 3 vfl 

^1 20M, w>#2^^1-^l^ 5 Hl^^ ^}-%-^ Sii=f. 

<34> ^>7l ^ll«J-'^<^lAi A>-§-S]^ -B-71 -§-n)l^^, ofl^ oHltflolH. n-HS.^ 

^^HlBflolH, ol^s^:g oV^HlBflolH, n-^^ oHlBflolHS ^^^^ ^oflA-] aJeh^ o] 

^-^l^i -tl^^ 1# 0].^-^ oflEfls -g-ufl; SE^ ol-^^, Dj)^ ofl^ ^ nfl^ o] 

41-^1 ^^^^ ^<^1A-1 Al^^ 1^ ol^Vo:| -g-Dl] ^ t^ofl^ <=^lBfls^ c^oj^i 

^S.^ <HlEfl2 ^ Pil^ ofl^jaS. ^A^^ ^<>11A-1 Al^^ 1^ ol^o^ oflEfls -g-tifl 

cfltb '^'fltfl^ ^°D^ -^^a]^ l:0.5 tfl^l 1:57]- h>^^§1-t:^, 1:2 vfl>^l 1:30] c-l^ m}^ 
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<36> >^7l O'C l^^l -§-ffl^ ^^o) tiV-g- ^£o1lA] wV^^ 

^1-711^ 15 35°C^ ^£ '^^"^l^i Stb 4^, 0.5 tfl 



<37> 1:^^, i) ^>7l 2^ -^7l-§-n11 ^oflAi nll^^^A>2|. tij- 

-§-Al7^ ^1-71 3^ ^l-^He^-^ ^l^^S-^'g ^^^m ^^1; ^ ii) 

<38> <SJ-*|-^ 2> 



<39> 




CHsSOsH 



1 2 w>^^^]-7fl^ 1.1 xflx] 1.2 wl-irS. A>-g.^ ^ o;icf. cflE]- 
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#^-50:^ ^H(neat) 5E^ -^7] '^^•%-<^^S. «V-§- -§-^<Hl ^7>£)^ ^o] 

^^'Hl tfl^H 1- 0.5 ifl;^l 5 A>-g.^ ^ oxv:^^ 

30^ Al«-B£l-'?1 z^z^- Ig^^^] v^^}<^ 3 ^^1 20m^, w>^^^>7ll^ 5 15 

mils] Hl^s A>-g-^ ^ o;tcf. 

<:>1H, o]^s.S.^ o}MM<^]B. ^ n-^^ <5HlEflolBS ^-^^^ ^oflA-l 1^ oj^o^ 

ofl^iEfls. -g-nfl; c>A^l;g.^ pfl^ ^j^g. ^ pfl^ ^Icdl^^ ^A^€ ^^l^i ^ 

^^^^ $<^l^i If^ ^1^^ <^lEfls -g-nfl; 1-^^; ols-o| ^cfl* Af-g- 

<46> ^121}-'^^ -B-71 -g-Dfl^, ofl^ t^Hitiiom, n-E-s.^ <^mno]^. 

o]±B.S.^ ^Mn<^]^, n-^€ <^HlEflolHS. ^A^€ 5-<HlAi a]^^ 1^ o]^c^ ofl^Efl 

1^ <^l>a-^ <Hltfls -g-nil; 6^1^, v]]^ ofl^ 711^ ^ Dfl^ 

S ^A^^ ^«HlAi Al^^ 1^ ol>a-Sl -g-Dfl ^ tqofl^ ollEfls, tqol^^HS^ oflEfls 

^ 1^1^ <^lEfls^ ^A^^ ^ollAl 1^ oj^Vo^ oflEfla -g-Dflo] ^pfl^ 
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cfltb -g-nflo^ ^^Itil^ 1:0.5 tfl;^! 1:57} , i:2 vfl^l l:3ol c-]^ 

<48> >^7l ^^121}-'^^ or Wl^^ 1^^^ ^V-g- ^£011 

^cfl, al-^^^l-Tl]^ 15 ^^1 35°C^ ^^oflA-l ^^^cf. :£t.V ^^1 i)<=>flAi 

^ ^7>t]: ^, 0.5 tH^l 5Al^V^ «>-§- ^1^* -^^1^>^, ^^1 ii)'^lAi 3^ 



olE^^ :^^A^ Al^-HS^-'Jl n|l^^^A>«g i:fl^ ^«fl£ 

^ *J=^^S ^7] ^^A^ Al^-sel-^ ^l^^^'^r'S ^^51-1-^ ^-B-^l-Ji 



^^2l-#ol Al«-BHl-i^^ ^ (-)-<^l^^^l<?l ^ 
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^•11 ^ (-)-^l^^^Hl ^ ^^^'^l ^^i^j ^l^He}-^ «V^3l-l-oi 

^ ^^^>^tf. <^11- ^^^]^^^, i^l^^^^7fl us 

2002/0006963. US 2002/0006964 Sfe ^;*11^^^7ll WO 00/10551<Hl 7l7fl^l Hj-^^ofl it|-e)-, 
£l-/^lPl^flo^ Ai^-He^-'il^ ^^^^^H ^l^se^-T?!^ ^«!-ol^d^l<a (+)-^l-^H2:)-i?l ^ 

i^ofl 4el- ^^^^ (+)-^l^Bel-'?l ^j^^^^^g (-)-^l^HBi-^ 

<53> ^^l^^S., Al«.Ee|-tf|^ ofl^ <^HlEflol:E ^oflA-l L-t^^^ 

(L-DBTA)3i}- ^-g-Al?^ A^A^^ ^^tI^Vji, oil- o)l^ oHlEflolH ^ ol^^ss^ ^ 

^^oflA-l ^7} ^^^]t}-c^ 99.3% eeCenantiomer excess) ^^tb (-)-^l-^H 

5]-^^ L-DBTA^ ^-i- ^^^>^T:f. ££ ^i-7l5l L-^q^^ ^^^il-DBTA)^ ^^^1^1 

(D-DBTA)5il- tiV-g-Al^?^ A§A^^ 4^^^ 4.^^V c^^^ o]^ ^7} ^^^l^H 99.3% ee ^l^J-^ 

(+)-Al«-EH^i^s] D-DBTA^ ^^^V^cf. ^s.^ (-)-Al-^Hel-^^ L-DBTA^ 

^ D-DBTA^ ^4 S.s[^ ^-^TT^riiM-Bl- -§-^^S ^^a]71jl 
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oil o^t}c^ ^^A^ (_)-/.] «.;Ee^cl nil^#^A].<g «>^2|-# ^ 

^^1-^ 1:21^^^ ^^1* 71-^lJl Si^^ -6-^^ ^ Sicf. 



Sth, ^ ^^^'Hl^i^ ^n-^ 1^ Al«.E5^ul DllE^^^A]:<g tiV^s)-!-^ 

^^^^S iE^*>Jl, ^7>^^S ^«}-a^o.s. ^^7].^^ ig-^i^ j^A^^l ^ 

^ ^^^<^1 ^^^^ ^l^HHl-^ ^^^1-^ ^^^^S i^^V 

^ S^^#<H1 ^<H>H. «>^2]t!: ^Bfl^ ^<^<^1^, <^le1^ ^^-^S 
^ ^^^^ -^l^ # ^ ^cf. 
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oil ^llsm 4^ ^cf. 

<58> olnfl 2:>^^#S^ ^-^^^ ^^^^S. 13^ ^^^^ Al«-He|-°1 «V 

^1=^ 250 ^^^<H1 t^t}c^ 1 ifl^l 50 ^^^1- JL^sf^ ^<^1 wV^^]*]- 

<59> e^js. s-o^^ 250mg^ ^ 4^ q=«^ S^^l-^ ^IS^l 

115nig, ^S^rii 115mg. 5mg ^ ^V^i-il^ r±:Bflci>eflol e s^^o. ^ti^^j.^^^. ^t]] 

^^^^ ^^7]- <^>Ml4. 



<6i> l: Al^fHel-^ 4^1 ^^1-)^ 

<62> <^^^*1 ;H1 2,098.602 £^ tfl^V^i^ ^1 90-00274 ^ofl 7l;^ll^ 

oil ttj-e^- Al«He^-^ ^^s}-#^ ^1S3r>^cf. cf^, <^^^^ 2,184,122 

^ SE^ cfl^^^ ^^^Jl 94-08913 Jl-H] 7l7l]^ «J-^<^1 ^M^l^i ^1^^ '^l 
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-^Bel-'?! «g<^<g lOg^ <^M1^ llOraA ^ 1- 1.2m«^ w]-^ -§-^^1^ 

7^ -S-^o] 195 4^1 5|-^# 9.2g(^^: 87%) # =^^^>^cf. 



<64> 1-1) Al w-ee)-^ ^^'^^'J+'S ^T^^l-^ ^]2^ I 

<65> 2^ ^1^Se^-^ 30. Og* ol^a^:g c^l-A-ilEflolH 120iiiColl -g-^flAl^lJl, 1- 

1.94m^l- 7}^ ^^oflAi tifl^^^A> io.9g^ ^^^] ^7>^ cf^, Ia]:^ jyaV 

^ o]-4EflolE 30,,,^ ^ olJ^^^^ <^lEfle. 30milS ^Vb^IS. ^-fl^srVJl, 50°Cofl^i ^^iS^V^i 

ti^A^o^ s.^ 38.46g(^-i:: 92.5%)^ ^^«>^i=f. 

<66> -g-^: 164 ~ 165TC 130"C'^1>H n^^); 
<67> 2 . 35%( o] #^1 2 . 34%) ; ^ 

<68> IH-NMR (6.DMS0-d6) : 8.5(1H, br. s). 7.7~7.2(4H, dd), 3.7(1H, t), 2.8(3H, d), 
2.5(2H.d), 2.4(3H, s), 2.3(2H, d), 2.1(3H, d) , 1.9(1H, m) , 1.7~1.6(2H, m), 
1.3(2H, t), 1.0(6H. t). 
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<69> 1-2) A] «-EB^.cl Tifl^^^AV^ 2 

<70> s^-s^M 2^ Al-^He^-^ 10. Og^ ^1^ oHlE^jolE 40n,^ ^ t-^€ ^1^ ollEfls 40M 

•^1 -§-«llAl7li # 0.97M» 7>t!- ^. ^^<^lAi 3.8g^ ^7>tl: 

2}-^l-JL ol^H^^ o>^iltflo]E 30nii» ^ ol-i^H^^ <^lEfle. sOmilS ^HlS. ^il^^srj-jl, 
SOr-^l^i ^2:^H ^-^-^^ sl-^l- 12.1g(^#: 88%)^ ^^^V^cf. ^^^1 

^ ^^^] 2.38%(<im^l 2.34%)<^lJl, -g-^ ^ IH-NMR cll<5lEl-^ ^7] 

<7i> 1-3) Ai:^Be1-^ 1^^^^'^:'^ 3 

<72> 6)1^ o>AfltflolH 40m* ^ t-^^ <^ltfls. 40M tflA] o>A-fl§ 30ml ^ t-^^ tifl 

^ oflEfls 60m^» ^V-S-tbc]-^ ^1^^>J1^ 2-2)5]- -^<at]: ^J''^-^^. ^ 

^ 51-^1- 11.7g(^^: 85%)^ 5|-^1:^ 2.27%(ol€-^l 

2.34%)olJi, -g-^ ^ IH-NMR c11c>1h1-^ ^^71 1-1)4 -^^^V^^f. 

<73>^Ale^l 2: ;»I12^^<^1 ^]^^^^ ^^^^^9^ 1^ ^-tl")^ ^1 

<74>2-l) -^-^l-C^^^ 3^ ^^#)^ (^]2^^Si\ 1^7^]) 
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<75> ^1^^1-71 ^tb ^I2«j-^^ I^^IS-A^ , ^}7] 

2-1-1) ifl^l 2-l-3)«flAi A]«-He)-^^S.-^E-1 z)-z| Al«-Hel-^ '^l^^^'t>«g 

<76> 2-1-1) t.fl^^^'tt'g ^12: 1 

<77> 2}-4)-^ 2^ ^l-^Bel-^ lOg^ <^}M]^ 70m«<^l -g-^flAl^l Ji, ^^oflA-^ 

3.75 g* ^7>t!r cf^, lA]^ ^oy jaaVBrV^cf. «>-§- ^l^-^^ 0°CS ^^^]9]JL ^ 2 

*H ^Ji^J] 11.7g(^^:87%)# ^^^V^^-. 

<78> -§-^ 164 ~ 165 °C ; 
<79> 0.2%; ^ 

<80> IH-NMR (6,DMS0-d6) : 8.5(1H. br. s). 7.5(4H, dd), 3.7(1H, t). 2.8(3H, d). 2.5(2H, 
d), 2.3(3H, s), 2.3(2H, d), 2.1(3H, d). 1.9(1H, m), 1.7~1.6(2H, m), 1.4(2H, t), 
1.0(6H, t). 

<81> 2-1-2) >«>l^HBl-^ ^^^-S-^'g ^12: 2 

<82> 2|-«)-Al lOg^ gQ^j^ofl -g-tflA]^ ^^oIlH ^H^^^-a: 

3.75g* ^71-t!: 2Al^ -g-o> JUaVsrV^cf . «V-§- ^li-^^ 0°CS. ^z^-Aj^lJi ^ 2^1 
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^ «fl^^ 51-^1- I2.8g(^#: 95%)^ ^^^V^cf. sl-^l-^ 

0.1%o]JL, -§-^ ^ IH-NMR cflojE^-^ ^7] 2-1-1)5^1- -^^sV^nf. 

<83> 2-1-3) Al^Ee)-^ ^12: 3 

<84> cflAi ol^a^;g c^HlEflolHl- AV-g-tb ;^l^^>al^, ^71 1-1-2)311- ^ 

^att tq-ei- ^^i^v^, 'S]^^ ^■^ i2.5g(^#: 93%)* ^^^v^t^. 

€ 0.1%<^lJl, -§-^ ^ IH-NMR c-H^^lBl-^ ^7] 2-1-1)511- 

<85>2-2) AlJ^ee^.^ n|l^#$^<§ 2^ ^^€-)^ ^1^: (^12»S-^^ 2^;^!) 

<86> ^>7l 2-2-1) ^ 2-2-2)«HlAi^, >a-7l 2-1-1) tfl^l 2-l-3)<HlAi ^l^-Hel-^ ^1 

^^#S.-^E1 ^l^Sel-^ ^V^5l-#^ ^IS^V^i^. 

<87> 2-2-1) Al^eel-^ ^^^^--ar'S 

<88> ^7] 2-1-1) vfl;^1 2-l-3)<Hl>H ^1^^ 3S^ Al^-Hel-^ i^lfir^^^^ -r-^^l- 

5.0g* <HlEfls. 50nie ^ 25nie^ -g-t^Hl ^<=H ^^^<^1 1" 0.72ro£« 

7Hl-i ^^<HlAi 18^1^ ^o]. ii7ti>s:l-^Cf. A^t'^ ^^^^ ci^^l-^l-Jl <^lEfls.:o>x^i^o^ 
311^17}- 2:l<y -g-Dfl lOm^S ^^l2^^1-Jl. 50°C<^1^i :?l2^^}<^ ^^o^S. s[ 

^# 3.89g(^-i:: 76%)* ^^^V^cl-. ^s.^ 2.30 
2.34 %)olJl, -g-^ ^ IH-NMR cIIoIe}-^ ^7] i-i)s£[. ^o^^y^r^ 
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<89> 2-2-2) Al-¥-:^5l-^ ^^r^S-'ilr'S ^^^1-^ 

<90> ^7] 2-1-1) tfl^l 2-l-3)<H]>H 3^ ^l^Be^-'il ^=t^1- 

10. Og* <HlBfl5 100m« ^1^1^ 40me^ -g-^Hl ^5^^^ ^l^"^ 

= o\M ^^^]y} 2:191 -§-°ll 30m^S >^il^s:>^ 

^^o^S. S^^l- 7.5g i^-t- 73%)^ ^^^r>^rq-. 

2.32%(ol^^l 2.34%)olJl, -8-^ ^ IH-NMR c-fl<^m^ ^7] 1-1)3]- -^"^^V^nl-. 

<9i>^Al«^l 3: ^^A^ Al^Hfi]-^ ^^^^^^ ^^^^ 

<92> >^V7l ^AHl 1 ^ 2<^]^^ ^]^^ S)-^^ 1^ Al«Be|-^ ^ 

n^-^ ^l^Be]-^ ^l^^^-a:^ ^^^1-^ ^]^E.B^^ ^^'^ ^^^s^^^M ^1^ 

^1 5 ^S). 

s.;g^oi s]3.(peak)« *l-7l 5. l^] M-E|-i^5i-^'^ , <^7lAi "29"^ "d"^ 

^^^^^^ 7is]#, "i/io"^ 2]oia^ ^cfl7j-:£^ ^"i^cf. 
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^ 2003/8/22 



<94> is. 1] 



20 (± 0.2) 


d 


I/Io 


28 (± 0.2) 


d 


I/Ip 


8.2 


10.8 


868 


21.2 


4.19 


785 


10.8 


8.17 


218 


21.9 


4.06 


646 


11.7 


7.53 


210 


22.2 


4.00 


315 


12.0 


7.36 


276 


22.8 


3.90. 


286 


12.3 


7.19 


661 


23.3 


3.81 


456 


15.8 


5.61 


716 


24.4 


3.65 


537 


16.4 


5.39 


725 


24.9 


3.58 


596 


17.4 


5.10 


792 


25.3 


3.52 


322 


17.8 


4.97 


498 


25.6 


3.47 


351 


19.0 


4.68 


556 


26.8 


3.33 


1000 



<95> ^^<:^1 i: §.ofl rfl^ -§-«jl3E. 

<96> ^7] ^A]<m 1 ^ 2<^lAi ^1^^ 5^*}-^ 1^1 A] w-Hel-^ ^l^^^^'g 

<97> pH 5.2ollAi S}-*}-^ 1^ A]«.3e}-nl Pfl^^S-AVcg Aj^-Ee)-!^ 'S^'g 'U 

EflsqCHPLOS ^l^Hel-^ <§7l(free base)* 71^6.^ -g-«fl^ ^^^V^j^ 

tilja 321-1- ^1-71 S 2<^1 M-Bl-ifl^t:]-. 

<98> 
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(mg/m£, pH 5.2) 




2.9 




2,500 



<99> ^>7l S 2o\]^j ti>^ ^o], Ajw-Hel-^ ^^^Sj-l-^ ^^1^ 

^4^w.E^ ^^A^ Aiw-Hel-^ ^llt^^^a:^ A^^joi-g-^oi] c^c]A^ Al-^Be^- 

<ioo> ^^efl 2 : ^ cfltb ^^'^ A]-^ 

<101> Al-g-S)^ A^:§,o] <^cn] tJi\^ oy^A^o, ^ ^^^^^ 

^^^^ T^lllr^-S-'a:^ ^:^]^ x\^^s}u] <g 

'a^sFl-Csl-^^ 4^ ^^^^^^ tilSl*>^4. ^^1^ o.^, ^q-z^-o] 

1-^ 60°C^ ^£<^]A-1 i^^l-^, 17M, 27M. 37M ^ 6711^ ^7] 
oil cfltb ^^'•V-i:^ -5l^^^"2^^l3.Sp>S.zisl]ail(HPLC)S ^^^M ^^"^^91 91^^^^^ 
^}^^^, n ^^H-i- s. 3<^1 q-Bfxfl 5^1=1-. 

<102> 
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IS. 3] 



2003/8/22 













6711^ 




1.000 


1.000 


0.999 


0.999 


0.992 


^^'fe^^tV^a ^^^^ 


1.000 


1.001 


0.999 


0.999 


1.000 



<y*>7fl -B-^m ^^iS ^^^^>7fl o] T^flE}-^ 

<105> ^Alofl 1 ^ 2<^1>H 1^ ^^^^ ^l^He}-'?! tifl^^^Al-tg 

1"^^, ^ 5^^^V ^. ^^^^^ ^^-3tl^(Kaal-Fisher) 

M-Hi-^ ^<5m-. ^^o] 71 

40°C^ ^ 10%S^ -^^cfl^S^ S^loflAi X\^^}c^ ^sl-l-o] ^-^^Vji o;ife 
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t!-^, ^^^^ ^l^Sel-i?] ^l^^^-a:^ ^>^5l-#<^l ^^^^-9.^ ^^<^] cfl 

n "^^^^^y^^ ^'^*>7l ^^V^ -f-^^ ^tSj-a^ ^^^^^^^ ^l2:«J-^ofl tr). 

<106> 4] 





^1^> 
(«) 








40 TC 
75% 


1 
2 


2.27 
2.30 


5.40 
5.45 


0.60 
2.20 




5 


2.30 


5,48 


2.25 


40 TC 
10% 


1 
2 


2.27 
2.25 


5.40 
5.36 


0.60 
0.71 




5 


2.26 


5,36 


0.70 



<107> ^1-71 a 4o\]^ wVfif ^O], s^-g^^ lo^ Al^-ee^-i^ tifl E]-^S.A].cg hV^sJ-^ 

<i08> s^n^ 1^ ^^^^ ^l-^B5l-^ i^lft^^-ar^g #<H1 tfltb -g-«fl:£ 
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<i09>^^ofl 4 : ^^^^^'^ Jl4 

<110> ^Aloj] 1 ^ 2<Hl^i ^12:^ S[n^ 12] ^^^^ Dfl^^^A><g 

<iii> zl-z^- le^y^S] til«V Zuker ^H(fa/fa)(«a^^: ^i^fflCCharles 

River Japan), ^ Zuker ^HCFa/Fa)^^^^!^^^ : 

^^-1 ^(Charles River Japan), (^)til-ol^;^li^ni >-) 

o\] z]- 7fl^l2] ^# ^cx^^o. ^^^^ Al«.Ee^.^ ^fl^^^-y: 

ti>^^l-^ 3mg/kg 21<a ^fl^^ ^^^<^^1-^^, cfls^^ 

(vehicle)'?]:^ ^«^^>5^^. ^^llJ" ^l-^^]:?]: iflxfl 7\-^^7\] ^^^t}^^ ^ 

<113> 5] 





Hl-L^ Zuker giS 


Zuker giH 






^#^«^* 




^1^^ ^^m^ig: A) 


332.2 


333.2 


245.0 


244.8 


^1^^ ^S^l#(g: B) 


455.6 


486.2 


303.4 


323.6 


^7l-^(g: B-A) 


123.4 


153.0 


58.4 


78.8 


(g: ifl^S-^#^<^5) 


29.6 


20.4 
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$X^, nl-El-Ai ^^A^ '^l^^^-a:^ ^^^1-^ Hl^* -^l^J-^V^ 



#^ ^ ^^^1 c^^mr ^^2)- ^<y*>^cf. 



<ii7> (1) A]«.HB}^^ ^n^^ mn^ 2^ si-^i-^ ^ (-)-<^i^^^i] 

<ii8> Hl-^Dl^lo^ Al«-He1-^ 12. 3g* <5Hltfl<ilS 85ifte<^l Ho]jL, c^7]c^ c>}M] 

7><i^l-Jl ^^o.s ^ <>^4^H ^^^^ 4^7l^)-^cf(*g^ ee^ ^ 85%). Jl 

^IS <H1^ <^>>HlBflolB 220m£«^l ^^Aj^lJi, 30^ *^^H1 7><i^H 95% ee <^l^i-^ 

99.3% ee (-)-aI-^e ef^s] L-DBTA^ =^^3:V^cl-. 

L-DBTA^ ^-ar^dmHl- ^^^S pH 8.5>7>^1 #^^^#.9- 

<ii9> >^7l L-i^i?!!^ ^^^(L-DBTA)3)- alr-i-Al^lJi o^s)-^ ^-Jil-sl-M-H^ -g- 
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4^^3>ji, o]^ D-v]^^ ^^^(D-DBTA)* ^7}^ ^ ^7] 
^}JL, o]m o]^^s.^ <y:S# 450m*<^lAi ^7}S. ^^:^]^]^ , 99.3% ee <^]^^ 
2]-^^ D-DBTA^ ^^*>5^^-. D-DBTA21 JLs)-^ ^ 



<120>(2) Al^-Hel-^^ ^ (-)-olA^^lSl i^l^#^>a-«S^ 

<i2i> (l)<^1^i ^^^1 Al^Be^-'?!^ (-)-<^l^^^l ■^^'^7] z]-z^-^ 

^Alc^l 2^ 2-1-2)^ -^<a*l-7)l ^-iBl^H ^ ^1^^^^*^ ^^1-* ^1 

<122> (+)_Al-«Hel-'?l : -S-^ 156. 5-157. 5r, ^^^^0.30; 

<123> (-)-Al w-ee^T^ : -8-^ 156. 5-157. 5t:, ^^^%= 0.05%. 



<124> (3) Al«-He^^^ ^ (-)-^l^^^l^ ^1^^^^^ 

^l^Bel-^ ^V^si-#^ ^]^^}^ ^ ^^2] ^J-'^o] ^AHl 2^ 2-2) 

<126> c].Al ^^^l-ofl ^«VAl7lJl Z]-Z^ l-^<?fl^ 7}^}<:^ ^S^^^ 

s>^cf. zi&m. ^71^ -g-^ ^ ^^f-%=^ ^71 (2)<HlAi ^l^H 
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Stb. -^-71 (2)<^l^i ^l^Hfi^-^^ (+)-<^l^^^l (-)-<^l^^^l 

^^^9^ 75%, ^^2:^<HlAi 1 'U:^ 2^]^ oltflofl 

^^^^^ ^ISSl^l ^^4^ ^32f^ ^ ^^ofl n)-^ ^^^^ 
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[^J^^J- 11 

^7] s^n^ 1^1 ^^A^ A]«.Eel-inl Dll^^^A><g ^^s^^o. ^^^>^^ «]n>^ ^1^ ^ 
<5)-^<!b] 1> 




CH3SO3H I/2H2O 



2] 

^1 1 *j-<Hi 9X<^^^, 

^^^j ^l-^He}^ ^^sj-l-ol X-^ Sl^^^oflA-l 29^ ^3. ^o] 8.2± 

0.2, 10.8d6.2, 11.7d0.2, 12.Od0.2, 12.3d0.2, 15.8dD.2, 16.4d0.2, 17.4d0.2. 17. 4± 

0.2. 17.8dD.2, 19.Od0.2, 21.2d0.2, 21.9dD.2, 22.2d0.2, 22.8d0.2, 23.3d0.2, 24. 4± 

0.2, 24.9d0.2, 25.3d0.2, 25.6iE).2, 26.8dD.2<a 5L^€r>fe ^^1-2.5. 2: 

[^^*^ 3] 

^1 1 2 ^<^-^i, 
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1%^^*^ 4] 

^1 1 ^1 2 %H1 $i<H^i, 

1 vfl^] 50ing^ ^^^^ ^l^Bel-'?] ^l^^^-ar^g ^V^sj-l-* ^^*>^ S^^l". 
5] 

<:g)-«J-Ai i> 




CHaSOsH 1/2H20 



X-^ 2l^^^<^l>»«i 20^ ^3. ^o] 8.2d0.2, 10.8d0.2. 11.7d0.2, 12.Od0.2. 12.3d0.2, 
15.8d0.2, 16.4dQ.2, 17.4d0.2, 17.4d0.2, 17.8d0.2, 19.0±).2, 21.2dd.2, 21.9d0.2, 
22.2d9.2, 22.8d0.2, 23.3d0.2, 24.4d0.2, 24.9d0.2, 25.3d0.2, 25.6dD.2, 26.8d0.2<y 

I^^^J- 71 

^, 5 6 «J-<^1 ^^^^ ^ls^>^ 
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<2}-^<i4 2> 
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I^^^J- 9] 

^1 7 ^ol^i. 

Sl-^Ai 2^ Al«.E5}nio^ 1 cfl^H 1: 0.5 vfl^l 5 ^>-§-^>^ ^ 

^^S. 

101 

^1 7 SJo^Ai, 

-n-7l-§-Dfl7> ofl^ oHlEflolH, n-B.S.^ <^Mt]]o]^, oj^a^^ <iHlEflol3^ n-^^ o} 
>HlEflolBS. ^^^^ -S-oil^H 'Jd^^ 1^ ol>^o^ <Hl^Ells ^ufl; rloil^ 

S.^ ^ t-^m ^1^ <^lEfl=S ^^^^1 ^oflA^ 1^ ol>^o:) ollEfls ^nll; 

oHi^, 1^1^ oj]^ ^ ^1^ n^^s. ^^^^ ^oIlA-l 1^ o] 

41-33 



1020030053752 



'U^}: 2003/8/22 



[^^^J- 11] 

^1 5 6 *J-<^1 tc|-€- ^^^^^ ^n^sj-l-^ ^is . 

<5|-«)-<i4 2> 



12] 

^1 11 ^ol^i, 




<s}-«|-^ 3> 
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I^^^^J 13] 

^1 11 ^^H^i. 

s^^Ai 321 Al«Be1-^ ^l^^^^'g ^^1- 1 i:fl*l-<^ 1- 0.5 5 

[^^^J- 14] 

^1 11 ^J-ofl ^ol^^i. 

^^1 i)^ -^7l-g-Dl]7l- o]]^ oHlEflojB, n-B.S.^ t^Hltfl^lH, <^1^^^€ ^Hl^fl 

<^1B ^ n-^^ ciHlEflolE^ ^^^^ ^oflA^ 1^ ol>^o^ o11itfl= -g-nfl; c>\^^ ^ 

v\M ^1^ 5^1^ ^ <^1^-¥-m ^^^^ ^oljA-l 1^ ol>^Vo^ 

-§-ul]; o]]^ <^lBfls., o]^^^^ cflEfls ^ t-^^ t^l^ollEfls^ ^^^^ -tl^^ 1 

# <^l>a-^ <^lEfle ^pfl; oll-o^ ^^flol ^o. ^;^0,s. ^o^"^ . 

[^^^J- 15] 

11 9X^^^, 

^^1 ii)^ -^7l-§-nfl7> o]]^ oHl^fl^lH, n-HS^ oH]tfl<^lH, c>l:liH^^ ^HjEflolH, 

n-^^ 0HlEfl0]HS. ^^^^ ^oflAi 1^ Ol^l-o^ «HliEflS -§-Dfl; Ti|oll^ <illBfl5, 

i^ol-^n^:g oflEfls ^ t--^^ <^ltfls.^ ^^^^ ^<^1>H 1^ ^1^^ 

-§-1^11; <^H1-^, oil^ ^1^ ?fl§ ^ ^^^^ ^oflAi ^ifl^ 1 

^^^^ ■S<Hl^i 1^ <^l>a-^ ollEfle -g-DflSl -g-nflol ^^o.^ 
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[-£ 1] 

I < *^ r'> « J 

^ ^ _ 

{ 



1020030053752 



#^ <a^>: 2003/8/22 



2] 



I ( «r F> !S ) 




^1. 



41-37 



1020030053752 



3] 



^ ^ ^ m. 



pi-. 



■^ ^^V: 2003/8/22 
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4] 
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%^ "^7.}: 2003/8/22 



5] 
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is. 6] 




(+)-'^l-¥-SBl-^L-DBTA 



2) D-DBTA. 



(+>Al^SeJ.nl D-DBTA 



(O) / \(X) 



(+)->«>l^Hef^ 



-8-SB 
(^tfl'&S 75%) 



{-)-Al^H^^^l i^DBTA 



2)^;^](<»ldi«s*-i-) 

3) 



(O) / \P0 



^^^^ 



-§-«1] 
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